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Published by Elsevier Inc.CORRESPONDENCELetters to the Editor
RSymptoms of Depression
But Not Depressive Disorder
I thank Hoen et al. (1) and the Heart and Soul Study for drawing
ttention to the psychological factors that co-occur with and influence
ardiovascular (CV) disease. Hoen et al. (1) reported exciting results
ith individual symptoms predicting CV events. However, a concern
hat comes to mind is that the symptoms most significantly associated
ith CV prognosis are not depression-specific symptoms. The inves-
igators acknowledged this limitation and made efforts to account for
t. Yet, despite the acknowledgement, are the researchers really
xamining depression? These symptoms (i.e., fatigue, appetite prob-
ems, and sleeping difficulties) could also be considered symptoms of
V disease, or of any other medical condition (e.g., cancer). This
etter is not meant to undermine the importance of these somatic
ymptoms, as they are important for health, prognosis, and recovery,
ut rather to bring attention to the fact that this particular investiga-
ion does not discuss clinical or diagnosable depression. The investi-
ators’ rationale for examining the individual symptoms in light of the
eterogeneity of depression and lack of strong treatment effects on CV
utcomes is understandable; however, a focus on somatic symptoms
ay take us away from the original intention: examining depression
nd CV disease to improve the treatment and outcomes of these
atients. In their paper, Hoen et al. (1) include the prevalence of each
f the depressive symptoms from the Patient Health Questionnaire,
ut they do not state the prevalence of meeting criteria for or being
linically relevant and suggestive of major depressive disorder or other
epressive disorder on the basis of the scoring and interpretation
nstructions of the Patient Health Questionnaire (2). The investiga-
ors hypothesized in the discussion that the lack of a relationship
etween cognitive symptoms and CV events may be due to a smaller
umber of patients reporting cognitive symptoms (p. 843 [1]). The
diagnosis of major depressive disorder requires the presence of
cognitive symptoms (must have either depressed mood or anhedonia
[loss of interest] most of the time for the past 2 weeks), and dysthymic
disorder requires depressed mood (3). Thus, by their own admission,
the majority of these patients did not have depression. It would be
interesting to examine these 3 somatic symptoms (and the other
symptoms of depression) and CV outcomes between CV patients
who had diagnosed depression and those who did not. There is solid
evidence that symptoms of depression (e.g., depressed mood) and
diagnosable depression are risk factors for the development and
progression of CV disease. Individual symptoms do not “make
depression.” We do not want to be too hasty to ignore or discredit the
cognitive symptoms of depression that exist, individually and as they
relate to somatic symptoms and CV events, particularly in patients
with CV disease.
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Reply
In her comments regarding our paper (1), Dr. Serber correctly points out
that a diagnosis of major depressive disorder (MDD) requires the
presence of at least 1 cognitive symptom (depressedmood or anhedonia).
Therefore, somatic symptoms alone do not “make depression.” At Dr.
Serber’s suggestion, we analyzed the effects of individual somatic symp-
toms on cardiovascular prognosis in patients with and without current
MDD (on the basis of the computerizedDiagnostic Interview Schedule).
Overall, the somatic symptoms were more strongly predictive of cardio-
vascular events in patients withoutMDD (n 795) than in patients with
MDD (n 222). This finding supports Dr. Serber’s hypothesis that the
cardiotoxicity of the somatic symptoms was not necessarily related to
depression. Notably, the increased risk of cardiovascular events in patients
with somatic symptoms was independent of several important confound-
ers, including history of myocardial infarction, history of heart failure, and
left ventricular ejection fraction. However, although controlling for
confounders serves a useful function, it cannot transform observational
data into natural experiments (2). Therefore, it remains possible that the
association we found between specific symptoms and increased risk of
cardiac events was due to worse cardiovascular disease severity that was
not otherwise accounted for in our multivariate models. For future
studies, it will be important to focus on the relationship between somatic
symptoms and cardiovascular disease, including the issue of confounding.
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